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1 1 9 
CLAIMS 



1 . Use of compounds with vitamin PP activity as 
cytoprotective agents for prever^tion, reduction, or 
elimination of less severe or aaute side effects and/or 
neutralization of the effect off cancertostatic agents or 
immunosuppressive agents, espeaially compounds from the 
series of substituted pyridylalkane, pyridylalkene and 
pyridyialkine acid amides, in diagnosis or cytostatic or 
immunosuppressive chemotherapy/, anti-prolif erative and 
metastasis f ormation-preventative or prophylactic therapy or 
the control of immune reactions such as autoimmune diseases, 
optionally in combination with radiation therapy. 




2. Use according to claira/ 1, characterized in that 
nicotinic acid or nicotinamide and/or their pharmocologically 
and pharmaceutically acce^^table /ester or amide derivatives, 
anionic or quarternary salts or addition salts, N-oxides, 



LitS 



optionally their analogous ftr^loxo derivatives, optionally 
their isomers as well as tneirNprodr^gs, are used as a 
compound or compounds witi/ vitamin PP activity, and 
pyridylalkane, pyridylalkane and pyridyialkine acid amides of 
the following general formula (I) 



R3(l«) 



R2(i) 




N 

I 

(0)k 



.(0 



-N 



D E G 



R4(i) 



(I) 
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are used as cancerostatic age 
immuosuppressive agents, wher 



and 



R4(i) 



ts and/or tumor inhibitors or 



ein the residues R^O), R2(i), R3(i) 



are selected from halogen, hydroxy, trif luoromethyl. 



cyano, aliphatic hydrocarbon residues, optionall'y substituted 
with functional groups, optionally interrupted by one or more 

hetero-atoms, or aromatic hy/drocarbon residues, whereby, R^(0 

and R2(i) can form a bridge t'ogether. 



k is the number 0 or 1, and 

^ , I 

aO) and d(0 signify an aliphatic, saturated or unsaturated, 
optionally substituted, h\^drocarbon residue which can 
optionally be interrupted /by a hetero-atom or a functional 
group, 



E is a bond or a heterdcycle with either one or two N-atoms 
or an N-atom plus an Or-atom, whereby their linkage with d(0 



and G either occurs over 




gen atom and a carbon atom or 



mo- or polycyclic carbocyclic 
sd or aromatic, mono- or polycyclic 



optionally over both rir^'g\ nitrogen atoms; 
G is selected from 

hydrogen or an aliphati^c o^ araliphatic residue, an 
unsaturated or aromatic, 
residue, 

a saturated, unsaturatec 
heterocyclic residue, | 
which can be bound directly or over a functional group, 
derived from C-, N-, Or, S- or P-atoms, for example, an 
ether, thioether, acyl', sulfonyl, phosphinoyl group, or an 
amide, carbamate, ureide, sulfonamide or phosphinamide group, 
or a mono- or polycyclic imide bound over the imide nitrogen 
atom, as well as their 
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stereoisomers including cis/tpans- isomers , E/Z- isomers, 
enantiomers, as well as 

diastereomers and other isomers of the above defined 

f 

compounds, in optionally pure form or as their racemic and/or 
non-racemic mixtures; as well as the 

tautomers of the above defined compounds, in the optional 
case that G represents a heterocyclic aromatic ring or one 
which contains simultaneous substitution by free hydroxy, 
mercapto or amino groups; and the corresponding 
pharmacologically acceptable acid addition salts of the above 
defined compounds. ; 



3. Use according to claim/l or 2, characterized in that the 
pyridylalkane, pyridylalkene and pyridylalkmes acid amides 
of the general formula (I) ;concbrn the following compounds: 

N- [2- (l-ben2ylpiperidin-4-yfH^th^]--3- {pyridin-3-yl) - 
propionamide; I I 

N- (2- [1- (2-phenylethyl) -pi:p4ridin-4-yl] -ethyl }-3- (pYridin-3- 
yl ) -propionamide ; | 

N-{2- [1- (4-phenylbutyl) -piperidin-4-yl] -ethyl}-3" (pyridin-3- 
yl ) -propionamide ; 

N-{2- [1- (4-hydroxy"4-phenylbutyl) -•piperidin-4-yl] -ethyl}-3- 
{pyridin-3-yl) -propionamide; 

N- [2- {l-diphenylmethylpiperidin-4-yl) -ethyl] -3- (pyridin-3- 
yl) -propionamide, 

N- [3- (l-diphenylmethylpiperidin-4-yl) -propyl] -3- {pyridin-3- 
yl ) -propionamide ; 

N- [4- (l-diphenylmethylpiperidin-4-yl) -butyl] -3- (pyridin-3- 
yl ) -propionamide ; 
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butyl] -3- (pyridin-3- 



yi)- 



N- [4- (l-benzylpiperidin-4-yl) 
acrylamide; 

N-{4- [1- (2-phenylethyl) -piperi|din-4-yl] -butyl}-3- (pyridin-3- 
yl) -acrylamide; 

N-{4- [1- (4-biphenylylmethyl) -Riperidin-4-yl] -but^;i}-3- 
(pyridin-3-yl) -acrylamide; I 
N" { 4" [ 1- ( 1-naphthylmethyl ) -piperidin-4-yl ] -butyl } -3- (pyridin- 
3-yl) -acrylamide; | 

N- { 4- [ 1- { 9-anthrylmethyl ) -pipkridin- 4-yl ] -butyl } -3- (pyridin- 
3-yl) -acrylamide; I 

N-{4- [1- (cyclohexylphenylmethyl) -piperidin-4-yl] -butyl } -3- 
(pyridin-3-yl) -acrylamide; | 

N- { 4- [1- (10, ll-dihydro-SH-dibenzo [a, d] cyclohepten-5-yl ) - 
piperidin-4-yl ] -butyl } -3- (pyridin-3-yl ) -acrylamide ; 
N- [2- (l-diphenylmethylpiperidj^-4-^ -ethyl] -3- (pyridin-3- 
yl) -acrylamide; 

N- [3- (l-diphenylmetliylpip/rifdin-4-yl) -propyl] -3- (pyridin-3- 
yl) -acrylamide; 

N- [5- (l-diphenylmethylpiperidin-4-yl) -pentyl] -3- (pyridin-3- 
yl) -acrylamide; 

N- [6- (l-diphenylmethylpiberid\n-4-yl) -hexyl] -3- (pyridin-3- 
yl) -acrylamide; 

N- [4- (l-diphenylmethylpipW|idin-\s;^rl^ (pyridin-3- 
yl) -2, 4-pentadienic acid ai^idje; 

N" (4-{l- [bis- (4-fluorophen:^l) -methyl] -piperidin-4-yl} -butyl) - 
3- (pyridin-3-yl) -acrylamide; 

N- (4-{l- [bis- (2-chlorophenyl) -methyl ] -piperidin-4-yl } -butyl ) - 
3- (pyridin-3-yl) -acrylamide; 
. N- [4- (l-diphenylmethylpipeiidin-4-yl) -butyl] -3- (2-f luoro- 
pyridin-3-yl) -acrylamide; 

N- [ 4- ( 1-diphenylmethylpipe :idin-4-yl ) -butyl ] -3- ( 6-f luoro- 
pyridin-3-yl) -acrylamide; 

N- [ 4- ( l-diphenylmethylpiperidin-4-yl ) -butyl ] -3- (pyridin-3- 
yl) -acrylamide; 
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N- [4- ( l-diphenyliriethylpiperidin-4-yl) -butyl] -3- (pyridin-3- 
yl) -acrylamide^dihydrochlorid^ or 
N- [4- (l-diphenylmethylpiperidin-4-yl) -butyl] -3- (pyridin-3- 
yl ) -acrylamide«methanesulf onatie; 



N- [4- {l-acetyl-piperidin-4-yj/) -butyl] -3- (pyridin-3-yl) - 
propionamide; 

N- [4- (l-benzoyl-piperidin-4-|/l) -butyl] -3- (pyridin-3-yl) - 
propionamide; 

N- [4 - (l-diphenylacetyl-piperjidin-4-yl) -butyl] -3- (pyridin-3- 
yl) -propionamide; 

N-{4" [1- (9-oxo-9H"f luoroen-|l-carbonyl) -piperidin-4-yl] - 
butyl } -3- (pyridin-3-yl) -propionamide; 



ridin-4-yl) -butyl] -3- (pyridin-3- 



ij -piperidin-4-yl] -butyll-S- 



metliyl] -piperidin-4-yl }-butyl) - 



N- [4- ( 1-methylsulf onyl-pipe 
yl) -propionamide; 
N- { 4- [ 1- (2-naptitliyl-sulf 6n 
(pyridin-3-yl) -propionamide 

N- [4- (l-benzyl-piperidin-4iyl) -butyl] -3- (pyridin-3-yl ) - 
propionamide; I 
N- (4"{ 1- [bis- (2-chloropheny^ 
3- (pyridin-3-yl) -propionami^de; 

N-{4- [1- (plienylpyridin-3v-fcya-methy\) -piperidin-4-yl] -butyl } -3- 
(pyridin-3-yl) -propionamide; 

N- {4- [1- (9H-f luoroen-9-yl) "piperidin\4-yl] -butyl } -3- ("pyridin- 
3-yl) -propionamide; 

N-{4- [1- (6, 11-diliydrodibpnzo [b, e] oxepin\ll-yl) -piperidin-4- 
yl] -butyl} -3- (pyridin-3-ty|l) -propionamide ;\^ 

N- { 4- [ 1- ( l-naphttiylamino -carbonyl ) -piper idin-4-yl ] -butyl } -3- 
(pyridin-3-yl) -propionamide; 

N- [4- ( l-diphenylamino-carbonyl-piperidin-4-yl) -butyl] -3- 
(pyridin-3-yl) -propionamide; 

N- { 4- [1- (10, ll-dihydro-dibenzo [b, f ] azepin-5-yl-carbonyl) - 
piperidin-4-yl] -butyl }-3- (pyridin-3-yl) -propionamide; 
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N- [4- {l-Diphenylphosphinoyl-p^peridin-4-yl) -butyl] -3- 
(pyridin-3-yl) -propionamide; 

N-[4- (l-diphenylmethylpiperidin-4-yl) -butyl ] -3- (2-fluoro- 
pyridin-3-yl) -propionamide; 

N- [4- (l-diphenylinethylpiperidin-4-yl) -butyl] -3- (S^fluoro- 
pyridin-S-yl) -propionamide; / 

N- [4- (l-diphenylmethylpiperidin-4-yl) -butyl ] -2-fluoro-3- 
(pyridin-3-yl) -propionamide;/ 

N- [4- (l-diphenylmethylpiperidin-4-yl) -butyl] -2, 2-dif luoro-3- 
(pyridin-3-yl) -propionamide; 

N- [5- (l-diphenylmethylpiper(Ldin-4-yl) -pentyl] -3- (pyridin-3- 
yl ) -propionamide ; j 

N- [6- (l-diphenylmethylpiperidin-4-yl) -liexyl] -3- (pyridin-3- 
yl) -propionamide; 

N- [2- (l-diphenylmethylpipe|ridin-4-yl) -ethyl] -5- (pyridin-3- 
yl) -pentanoic acid amide; 

N- [4- (l-diphenylmethylpiperidin-4-yl) -butyl] -5- (pyridin-3- 
yl) -pentanoic acid amide;] 

N- [4- (l-diphenylmethylpipkri^l^-4-yl) -butyl] -N-liydroxy-3- 
(pyridin-3-yl) -propionami'de; 

N- [ 4- ( l-diphenylmethylpi^eri/din-4-yl ) -butyl ] -2-hydroxy-3- 
(pyridin-3-yl) -propionamidei 

N- ( 4- ( l"diphenylmet]iylpiperidin"4-yl ) -butyl ] -3-hydroxy-3- 
(pyridin-3-yl) -propionamide and 

N-[4- (l-diphenylmetliylpiperidin-4-yl) -butyl] -3- (pyridin-3- 
yl) -propionamide; 



N- [4- (l-methylsulfonylpiperidin-4-yl) -butyl] -3- (pyridin-3- 
yl) -acrylamide; | 

N- { 4- [ 1- (2-naphthylsulf onyl ) -piperidin-4-yl ] -butyl } -3- 
(pyridin-3-yl) -acrylamide; 

N- { 4- ( 1- { 2-naphthylsulf onyl ) -piperidin-4-yl ] -butyl } -5- 

(pyridin-3-yl) -2, 4-pent!:adienic acid amide; 

I 
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:.-piperidin-4-yl) -butyl] -5- 
Lc acid amide; 

o [b, f ] azepin-S-yl-carbonyl) - 



N-{4- [1- (1-naphthylaminocarbpnyl) -piperidin-4-yl ] -butyl }- 3-- 
(pyridin-3-yl) -acrylamide; 1 

N- [4- (l-diphenylaminocarbony:j.piperidin-4-yl) -butyl] -3- 
(pyridin-3-yl) -acrylamide; 
N- [ 4- ( 1-diphenylaminocarbony 
(pyridin-3-yl) -2, 4-pentadien 
N"{4- [1- (10, 11-dihydrodiben 

piperidin-4-yl] -butyl}-3- (pyridin-3-yl) -acrylamide; 
N- [4-'(l-Diphenylphosphinoylrpiperidin-4-yl) -butyl] -3- 
(pyridin-3-yl) -acrylamide; | 

N- [4- (l-acetylpiperidin-4-Ml) -butyl] -3- (pyridin-3-yl) - 
acrylamide; 

N- [4- ( l-diphenylacetylpiperidin-4-yl) -butyl] -3- (pyridin-3- 
yl) -acrylamide; j 

N- { 4- [ 1- ( 3, 3-dipIienylpropionyl) -piperidin-4-yl] -butyl } -3- 
(pyridin-3-yl) -acrylami^^e^j 

N- (4- (l-benzoylpiperldin-4-yl) -bjUtyl] -3- {pyridin-3-yl ) - 
acrylamide; / | 

N- (4- (l-ben2oylpiperidin-4-yl) -butyl] -5- (pyridin-3-yl ) -2,4- 
pentadienic acid amide; 

^is;;yl-carbonYl) -piperidin-4-yl] - 
butyl }-3- (pyridinVs-yl) -cicrylain-Liic 
N- { 4- [ 1- (plienylpyr\dlj/-3j-yl-methyl) -piperidin-4-yl] -butyl }-3- 
(pyridin-3-yl) -acrylamide; 

N- {4- [1- {phenylpyridin-4ryl-methyl) -piperidin-4-yl] -butyl }-3- 
(pyridin-3-yl) -acrylamide; 



N- { 4- [1- ( 6, ll-dihydrodib|enzo [b, e] oxepin-ll-yl ) -piper idin-4- 
yl] -butyl } -3- {pyridin-3-|yl) -acrylamide; 

N- { 4- [1- ( 6, 11-diliydrodibenzo [b, e] thiepin-ll-yl) -piperidin-4- 
yl] "butyl }-3- (pyridin-3f-yl) -acrylamide; 

N- [7- (l-diphenylmethylpiperidin-4-yl) -heptyl] -3- (pyridin-3- 
yl) -acrylamide; 

N- [8 - (l-dipl:ienylmethylp|iperidin-4-yl) -octyl] -3- (pyridin-3"- 
yl) -acrylamide; 
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N- [3- (l-diphenylmethylpiperidin-4-yloxy) -propyl] -3- (pyridin- 
3-yl) -acrylamide; / 

N- [3- (l-benzylpiperidin-4-yloKy) -propyl] -3- (pyridin-3-yl ) - 
acrylamide; 

N- [2- (l-diphenylmetliylpiperidin-4-yl) -ethyl] -5- (fJyridin-3- 
yl) -2, 4-pentadienic acid amide; 

N- [4- (l-diphenylmethylpiperidin-4-yl) -butyl] -5- (pyridin-3- 
yl) -2, 4-pentadienic acid amide; 

N- [5- (l-diphenylmethylpiperidin-4-yl) -pentyl] -5- (pyridin-3- 
yl)-2,4- pentadienic acid amide; or 

N- [6- (l-diphenylmethylpiperidin-4-yl) -hexyl] -5- (pyridin-3- 
yl)-2,4- pentadienic acid amide; 



N- [4- (4-diphenylmethylpipera2in-l-yl) -3-hydroxy-butyl] -3- 
pyridin-3-yl-acrylamide; | 

N- [3- (4-diphenylmethylpiper^r2<m-l-yl) -propoxy] -3-pyridin-3- 
yl-acrylamide; / | \ 

N- [4- (4-diphenylmethylpiperazin-l-yl) -4-oxo-butyl] -3-pyridin- 
3-yl-acrylamide; ' ' 



N- [3- (4-diphenylmethylpin!erafzih^;l-s^ -propyl] -3- 

pyridin-3-yl-acrylami^e ; 

N-{2- [2- {4-diphenylme'thyiplperazin-l-yl) -ethoxy] -ethyl} -3- 
pyridin-3-yl-acrylamide ; 
N- (4-{4- [bis- (4-fluoroph'enyl) -methyl] -piperazin-l-yl}-but-2- 



inyl) -3-pyridin-3-yl-acr 
N-{4- [4- (4-carboxyphenyl 



ylamide; 

-phenylmethyl) -piperazin-l-yl] - 
butyl }-3-pyridin-3-yl-acrylamide; 

N- (4^ {4- [ {4-aminophenyl )| -phenylmethyl ] -piperazin-l-yl}- 
. butyl) -3-pyridin-3-yl-aerylamide; 

N-{4- [4- {9H-fluoroen-9-yl) -piperazin-l-yl] -butyl}-2- (pyridin- 
3-yloxy) -acetamide; 

N- ( 5- [ 4- ( 9H-f luoroen-9-yl ) -piperazin-l-yl ] -pentyl } -3-pyridin- 
3-yl-acrylamide ; 
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N-{ 6- [4- (9H-f luoroen-9-yl) -piper/azin-l-yl ] -hexyl } -3-pyridin- 
3-yl-acryl amide; ] 

3-pyridin-3-yl-N-{ 4- [4- (1,2,3, 4-tetrahydronaphthalin-l-yl ) - 
piperazin-l-yl] -butyl }-acrylamicie; 

3- pyridin-3-yl-N- { 4- [4- (5, 6, 7, 8-tetrahydronaphthalin-l-yl ) - 
piperazin-l-yl] -butyl } -acrylamiJde; 

N- { 4- [4- (naphthalin-l-yl) -pipef azin-l-yl ] -butyl } -3-pyridin-3 - 
yl-acrylamide, 

N" [4- (4-biphenyl-2-yl-piperazj/n-l-yl) -butyl] -3-pyridin-3-yl- 
propionamide; 

N- [5- (4-biphenyl-2-yl-piperaz/Ln-l-yl) -pentyl] -3-pyridin-3-yl- 
acrylamide; 

N- [ 6- (4-biphenyl-2-yl-pipera^in-l-yl) -liexyl] -3-pyridin-3-yl- 
acrylamide ; 

N- [4- (4-biphenyl-2-yl-pipera 
yloxy) -acetamide; 
N" [4- {4-biphenyl-2-yl-piperi 
yl) -penta-2, 4-dienic acL 

N-{4- [4- (10, ll-dihydro-ybH-dibenzo [a, d] cyclohepten-5-yl) - 

■3-pyji 



in-l-ly) -butyl] -2- (pyridin-3- 
zin-l-yl) -butyl] -5- (pyridin-3- 



piperazin-l-yl] -butyl }/■ 3-pyridin-3-yl-propionamide; 
N-{5-[4-(10,l 1 -diliydrcf 
piperazin-l-yl] -penty] 
N-{6- [4- (10, 11-dihydrc 
piperazin-l-yl] -liexyl} 
N-{4- [4- (10, 11-dihydro 



-5H-d'ibenzo [a, d] cycloliepten-5-yl) - 
}~3~Py\idin-3-yyl-acrylaraide; 
-5H-dfibenzo [a/> d] cyclohepten-5-yl) - 
ir3-puridi^T-<^-yl-acrylamide; 



ibenzo [a, d] cyclo]nLepten-5-yl) - 



piperazin-l-yl] -butyl }"5- (|pyridin-3-yl) -penta-2, 4-dienic acid 
amide; I 

N"{4- (6, ll-dihydro-dib4nzo [b, e] oxepin-ll-yl) -piperazin-l- 
yl] -butyl-3-pyridin-3-yl-|propionamide; 

N-{2- [4- (6, 11-dihydro-dibenzo [b, e] thiepin-ll-yl ) -piperazin-l- 
yl] -ethyl } -3-pyridin-3-y/L-acrylamide; 

N- [4- (4-diplienylacetylpi/perazin-l-yl) -butyl] -3-pyridin-3-yl- 
acrylamide; 
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N- [4- (4-benzoylpiperazin-l-yl) -butyl] -3-pyridin-3-yl- 
acrylamide; A 

N-{4- [4- (2-aminobenzoyl) -piperaziin-l-yl] -butyl }-3-pyridin-3- 
yl-acrylamide; / 

N_{4_[4_ (4_(-.arboxybenzoyl) -pipe/razin-l-yl] -butyl }-3-pyridin- 
3-yl-acrylamide; / 

N-{4- [4- (biphenyl-2-carbonyl) -foiperazin-l-yl] -butyl }-3- 
pyridin-3-yl-acrylamide; / 

N- { 4- (4- (9-oxo-9H-f luoroen-4-jbarbonyl) -piperazin-l-yl] - 
butyl } -3-pyridin-3-yl-acrylarn!ide; 

N- { 4- ( 4- (furan-2-carbonyl) -piperazin-l-yl] -butyl }-3-pyridin- 
3-yl-acrylamide; / 

N- { 4- [4- (naphthalin-l-yl-ami'nocarbonyl) -piperazin-l-yl] - 
butyl } -3-pyridin-3-yl-propiinamide; 

N-{4- [4- (diphenylaminocarbonyl) -piperazin-l-yl] -butyl} -3- 
pyridin-3-yl-acrylaiaide; ■ r"^^ 

N-{4- [4- (naphthalin-2-sul/f<jnylH-piperazin-l-yl]-butyl}-3- 
pyridin-3-yl-acrylamide,-/ 1 / 

N- [4- (4-diphenylphosphiAoniylj^iperazin-l-yl)-butyl]-3- 
pyridin-3-yl-acrylamidi; / \ 

N- (4- (4-biphenyl-2-yl-pipera^zin\a^-yl) -bp-tyl] -S-pyridin-S-yl- 
acrylamide; 

N- { 4- [4- (9H-fluoroe^-9-'Vli)^piperazin-l-yl]-butyl}-3-pyridin- 
3-yl-acrylamide as well as 

N-{ 4- [4- (10, ll-dihydro-5H-dibenzo (a, d] cyclohepten-5-yl) - 
piperazin-l-yl] -butyl }-3-rpyridin-3-yl-acrylaniide; 



N- [4- (4-phenylpiperidin-jl-yl) -butyl ] -3-pyridin-3-yl- 
acr yl amide; 

N-{4- [4- {lH-indol-3-yl) |piperidin-l-yl] -butyl }-3-pyridin-3- 
yl-acrylamide; | 

N- { 4- (4- (2-OXO-2, 3-dihykrobenzimidazol-l-yl) -piperidin-l-yl] 
butyl }-3-pyridin-3-yl-a.lcrylamide; 
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N" [4 - {4-benzotriazol-l-yl-piperidin-l-yl) -butyl] -3-pyridin-3- 
yl-acrylamide; / 

N- {4- (4- (hydroxy-diphenylmethyl) -biperidin-l-yl ] -butyl } -2- 
(pyridin-3-yloxy ) -acetamide; / 

N- [4 - (4, 4-diphenylpiperidin-l-yl/) -butyl] -3-pyridin-3-yl- 
acrylamide; / 

N-{4- [4- (6, 11-diliydrodibenzo [b,/e] thiepin-ll-yliden) - 
piperidin-l-yl] -butyl }-3-pyridln-3- 
ylpropionamide•dillydrochloride/ seiai-isopropanol; 



N- { 4 - [4 - ( 6, 11-dihydrodibenzo [n, e] tliiepin-ll-yliden) - 

piperidin-l-yl] -butyl } -5-pyridin-3-yl-pentanamide; 

N- { 4- [4 - (4, 9-dihydro-thieno [2/3-b] -benzo [e] thiepin-4-yliden) 



piperidin-l-yl ] -butyl } -3-pyri|din-3-yl-propionamide ; 

N- { 4 - [4 - (4, 9-di]iydro-thieno [2, 3-b] -benzo [e] thiepin-4-yliden) - 

piperidin-l-yl] -butyl }-3-pyridin- 3-yl-acrylamide ; 

N- [4- (4-diphenylphosp]iinoylc^:^iTpi^^ -butyl] -3- 

pyridin-3-yl-acrylamide as/well as 

N- [4- (1, 4-dioxa-8-azaspiro [4 .5]dec-8-yl) -butyl] -3-pyridin-3- 




yl-acrylamide; 

N- [4- (2, 5-dioxo-3, 4-di^lienyl/2, 5\4iliyd;?6pyrrol-l"yl) -butyl] - 

3-pyridin-3-yl-acrylamiV^ 
N- [4- (2, 6-dioxo-4-plienylpi[peridin-l-yl) -butyl ] -3-pyridin-3- 
yl-acrylaiuide; 1 

N- [4 - (1, 3-dioxo-4, 5,6, 7-tetraphenyl-l , 3-dihydro-isoindol-2- 
yl) -butyl] -3-pyridin-3-yl/-acrylaraide ; 

N- [4- {3-benzyl-2, 4, S-trioxo-imidazolidin-l-yl ) -butyl] -3- 
pyridin- 3-yl-acrylamide; / 

N- [4- (1, 3, 10-trioxo-l, 4,/5, 6, 10, lOa-liexahydro-acenaplitho- 
[1, 8a-c]pyrrol-2-yl) -butyl] -3-pyridin-3-yl-acrylamide; 
N- [4- (2, 5-dioxo-4, 4-dipftenyliiaidazolidin-l-yl) -butyl-3- 
pyridin-3-yl-acrylamidel 

N- [4- (2, 5-dioxo-3-phenyr-2, 5-dihydropyrrol-l-yl) -butyl] -3- 
pyridin- 3-yl-acrylamide; 



wo 99/53920 



130 



PCT/EP99/02686 



r 

N- (3- (2, 5-dioxo-3, 4-diphenyl-2 , l5-dihydro-pyrrol-l-yl) - 

propyl] -3-pyridin-3-yl-acrylamide; 

N- [4- (3-pyridin-3-yl"acroylamino) -butyl] -2, 3:5,6- 

dibenzobicyclo [2.2 • 2] octan-7 , SWdicarboximide; 

N- [4- (5-benzyliden-2, 4-dioxothiazolidin-3-yl ) -bufyl] -3- 

pyridin-3-yl-acrylamide; / 

N- [4- (4-benzyl-2, 6-dioxopiperAzin-l-yl ) -butyl ] -3-pyridin-3- 
yl-acrylamide; / 

N- [6- (2, 5-dioxo-3, 4-diphenyl42 ; 5-dihydropyrrol-l-yl) -hexyl ] - 
3"pyridin-3-yl-acrylainide; I 

N- [4- (2, 5-dioxo-3, 4-diphenylr2, 5-dihydropyrrol-l-yl) -butyl] - 
3-pyridin-3-yl-propionaiuide;| 

N- [4- (1, 3-dioxo-l, 3-dihydro-|isoindol-2-yl) -butyl ] -3-pyr idin- 
3-yl-acryl amide; 
N- [4- (1, 3-dioxo-lH, 3H-benzo/[de] isoquinolin-2-yl ) -butyl] -3- (1- 
oxidopyridin-3-yl) -acrylamj/de; 

N- [6- ( 1, 3-dioxo-lH, 3H-ber>2'i^ isoquinolin-2-yl ) -hexyl] -3- 
pyridin-3-yl-acrylamid6 

[de] isoquinolin-2-yl) -ethyl] -3- 



)en2 



N- [2- (1, 3-dioxo-lH, 3Hy 
pyridin-3-yl-acrylainYie a^ well as 



fie] isoquinolin-2-yl) -butyl] -3- 
pyridin-3-yl- 
exyl ] -3-pyridin-3-yl-acrylamide; 




-oc 




N- [ 4- ( 1 , 3-dioxo-lH, 3H-ben/zo 
pyridin-3-yl-acrylamide; 
N- [ 8, 8-bis- ( 4-f luorophenj^l ) 
acrylamide»hydrochlorade. , 
N- 1 6- ( 3 , 3-dip]ienylurei^c|) -h€ 
N- (4- (1-ptienyl-l, 2, 4, 5-tptrahydrobenzo [d] azepin-3-yl) -butyl] - 
3-pyridin-3-yl-acrylaiaide; 

N- (8, 8-diphenyloctyl) -3/-pyridin-3-yl-acry.lamide; 
N- (8-hydroxy-8, 8-diphen'yloctyl) -3-pyridin-3-yl-acrylamide; 
N- [4- (3, 3-diphenylureido) -butyl] -3-pyridin-3-yl-acrylaiaide; 
N- (4- (IH, 3H-benzo [de] i/soquinolin-2-yl) -butyl] -3-pyridin- 
3-yl-acrylamide; 

N- [6- (10, ll-diliydro-d|.benzo [b, f ] azepin-5-yl-carbonyl- 
amino) -hexyl] -3-pyridin-3-yl-acrylamide, 



# 
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3-pyridin-3-yl-N- [ 6- ( tosylamino) -hexyl] -acrylamide; 

N- [4- (1, l-dioxo-l-thia-2-a2a-aqenaphthylen-2-yl) -butyl] -3- 

pyridin-3-yl-acrylamide ; > 

N- ( 6-hydroxy-6, 6-diphenylhexyl ) -3-pyridin-3-yl-acrylamide; 
N- (6, 6"diphenyl-hex-5-enyl) -3-j'pyridin-3-yl-acrylamide; 
N- [4- (4, 5-diphenylimidazol-l-yl) -butyl] -3-pyridin-3-yl- 
acryl amide; j 

N- [4 - ( trans-2-Plienylcyclopropylcarbonylamino) -butyl] -3- 
pyr idin- 3 -yl -acrylamide; j 

N- (5-hydroxy-5, 5-diphenyl-pentyl) -3-pyridin-3-yl-acrylamide; 
N- {7-phenylheptyl) -3-pyridin-3-yl-acrylamide; 
N- (4-diplienylacetylamino-bujtyl) -3-pyridin-3-yl"acrylamide; 
N- [4- (benzhydrylamino) -but^fll] -3-pyridin-3-yl-acrylamide as 
well as 

N- (4- { [2- (benzhydr ylme thy 1 amino) -ethyl] -methyl amino } -butyl ) - 
3-pyridin-3-yl-acrylamide^ 




4. Use according to/one /of. claims 1 to 3, characterized in 
that compounds of the generalX formulas (II) to (lib) 



OH 



(II) 




23 



r2 
r2 




OH 



r24 



(lla) 



(lib) 



as well as compounds of formulas (III) to (IIIc) 
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r23 



r21 



OH 



?23 



j21 + 



(III) 



(Ilia) 



R23 



R22 




-OH 



r21 +'| X- 
r24 

(Illb) 



R23 



R22 



J< 

r21 + 




N 

r24 

(IIIc) 



wherein 



r21 is sel ected from 

hydrogen, halogen, jzjano, alkyl, especially Ci-Cg-alkyl, 
trifluoromethyl, hydto^xyalkyl, especially Ci-Cg- 
hydroxyalkyl, hydrc)Jy, aJ>k^xi^^ alkylthio or 

aminoalkyl, especially' Ci-Ce-alkoxy, Ci-C7-alkanoyloxy, 
Ci-Cg-alkylthio or v^Cg-aminoalkyl, amino, alkylamino 
or dialkylamino, especially Ci-Cg-alkylamino or C2-C12" 
dialkylamino, formyl, alkoxycarbonyl, especially C2-C7- 
alkoxycarbonyl, aminocarbonyl, alkylaminocarbonyl or 
dialkylaminocarbonyl, especially C2-C7- 

alkylaminocarbonyl/ or C3-Ci3-dialkylamino-carbonyl and 
carboxy; 



r22 is selected from 



* 
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hydrogen, halogen, Alkyl, especially Cx-Cg-alkyl, 
trif luoromethyl, hydroxyalk^l, especially Ci-Cg- 
hydroxyalkyl, hydroxy, alkoxy, alkanoyloxy or 

aminoalkyl, especially C]^-Cg-alkoxy, Ci-C7-alkanoyloxy 

/ * ' 

or Ci-Cg-aminoalkyl, amino, alkoxycarbonyl , especially 

C2-C7-alkoxycarbonyl, amj/nocarbonyl and carboxy; 

r23 is selected from 

hydrogen, alkyl, especially Cx-Cg-alkyl, and 
hydroxyalkyl, especiall/y C^-Cg-hydroxyalkyl ; 

r24 is selected from 

alkyl, alkenyl, hydroxyalkyl, alkoxyalkyl, especially 
Ci-Cg-alkyl, C3-C5-al-(erTyJ-, C2-C6-hydroxyalkyl or C2-C6- 

alkoxyalkyl and aralkyl, e$pecially benzyl; 

X- signifies a mon/valent!\non-basic anion selected from 
fluoride, chlorp.de, /bromia^^ iodide, hydrogen sulfate, 
methanesulfonate, trif luoromethanesulf onate, tosylate, 
tetraf luoroborafie, dihydrogenphosphate and acetate, can 
be used as compourtqs with vitamin pp activity, whereby, 
optionally. 



ester compounds of formula (III) in form of the following 
general formulas (IV) to (IVb) , their N-oxides (IVa) , their 
analogous thioxo derivatives or quarternary salts (IVb) with 
mono- to hexavalent al/cohols or amino alcohols. 
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r23 




r21 



(IV) 



r21 to r24 and X" 



a can be the numb 




can also be used asf compounds with vitamin pp activity, 
wherein 



:Ae above meanings, 



and the underlying alcohol R25(oH)a is selected from 



monovalent, strdight-chained or branched, primary, 
secondary or tertiary Ci-CiQ-alkanols or ffl-dialkylamino 
alkanols or ben'zyl alcohol, 

divalent, straight-chained or branched C2-Cio-glycolene, 



# 
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mono- or divalent C5-C7-cycloalkanols and/or-diolene , 
cycloalkylmethanols o± saturated heterocyclomethanols 
such as tetrahydrofurylmethanol, 

tri-, tetra-, penta- br hexavalent, straight-chained or 
branched or cyclic alcohols with 3 to 10 carbon atoms 
such as glycerin, 2, 2-bis (hydroxymethyl) -octanol-1 , 
erythritol, pentaerythritol, arabitol, xylitol, 
sorbitol, mannitol,/ isosorbitol, 
tetra (hydroxymethyll) cyclohexanol or inositol, 



whereby the amides of tKte following formulas to (V) to (Vb) , 
derived from the respective free acids of the above general 
formulas (III) to (Illd), their N-oxides , or quarternary salts 
with mono- or divalent amines or hydroxyalkylamines can also 
be optionally further used: 





(Va) 
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wherein 

r21 to r24 and X" have tihe above 




R23 



R22 




R21 + 



(Vb) 



.R27 



meanings, 



b can represent the ^umber 1 or 2 and, in the case that b 
= 1, the residues 

r26 and r27 are selected independently from each other from 

hydrogen, alkyl, hydroxy^lkyl, alkoxyalkyL, aminoalkyl or 
dialkylaminoalkyl,/ espjbcUIly Ci-Cg-alkyl, Ci-Cg- 
hydroxyalkyl, C3-C 
dialkylaminoalkyl 



g-aiikoxya 



-allk|: 



and 



Ci-Cg-aminoalkyl or C4-C12' 
darboxymethyl, and 



in the case that b = 



has the above meanings, the residue 



is selected from 
alkylene, especi' 



2, the residue 



lly C2"Cio"alkylene or C5-C10- 



alkylene, wherein a methylene group is isosterically 
replaced by 0, NH or N-alkyl; 



and/or, depending on the molecular binding properties of the 
compounds according ^o the above formulas (II) to (Vb) / their 
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acid addition salts, anionic salts, their N-oxides, 
especially according to the: formulas (Ila) and (Ilia), and 
quarternary pyridinium salts, especially according to the 
formulas (lib), (Illb) and l(IIIc), optionally their 
respective analogous thioxa derivatives as well or.. 

a precursor compound (prod/rug) are used which can be 
metabolized in vivo to a compound with vitamin PP - activity 
as well as other pharmacologically acceptable esters or other 
derivatives with pharmacokinetically useful vitamin PP- 
activity not defined by the above substitutents • 



5. Use according to ond of claims 1 to 4, characterized in 
that nicotinic acid and/pr nicotinamide are used as a vitamin 
PP active compounds 

6. Use according to e ofXclaims 1 to 4, characterized in 
that tryptophan is used as a precursor compound (prodrug) 
which is metabloized /in vi-^o to a compound with vitamin PP 
activity. 



Use according t 



that in addition to the 



/ 

/ 



ne of claims 1 to 7, characterized in 



cancerostatic agent, especially a 



compound characterized 
cancerostatic or immuno 



in claim 2 or 3, a further 
suppressive compound different from 
the tumor inhibitor according to the general formula (I) is 
used. 

8. Use according to one of claims 1 to 7, characterized in 
that, the respective dcpsage units of compounds of the general 
formula (I) are in the/ range of 5, 10, 20, 25, 30, 50, 75, 
100, 200, 250, 300, 400, 500, 750 mg to 1000 mg for 
reduction, elimination or prevention of less severe side- 
effects, and 100, 250, 300, 500, 750 or 1000 to 10,000 mg for 
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elimination, of acute side-eftects and/or for neutralization 
of the cancerostatic effect/ 

9. Pharmaceutical composition, characterized in that it 
contains one or more compounds of the general fortfiula (I) 
according to claim 2 and one or more compounds of the general 
formulas (II) to (Vb) accorciing to claim 4 aside from 



physiologically acceptable jcarriers and toxicologically safe 
adjuvants . 

10. Pharmaceutical composition according to claim 9, 
characterized in that in aLdition to the cancerostatic agent, 
especially a compound characterized in claim 2 or 3, it 
further contains a cancerostatic or immunosuppressive 
compound different from the tumor inhibitor according to the 
general formula (I) , 



11. Pharmaceutical comp 
characterized in that it 
of the compounds of the 
5, 10, 20, 25, 30, 50, 1 



sition according to claims 9 or 10, 
ntains/ the respective dosage units 




gfienefal formula (I) in the range of 



yiciic J- a X 

lUo, 200, 250, 300, 500, 750, 1000 mg 
to 1000 mg in cancerostatic chemotherapy for reduction, 
elimination or prevention of less severe side-effects and 
respectively contains 100, 200, 250, 300, 500, 750 or 1000 to 
10 000 mg for elimination of acute side-effects and/or 
neutralization of cancerostatic effect. 



12. Pharmaceutical composition according to one of claims 9 
to 11, characterized art that in addition to the cancerostatic 
agent it further contains one or more active ingredients 
customary for the indications given in the preceding claims 
in combination with one or more of the compounds of the 
general formulas (II) t^o (Vb) . 
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coated tablet, optionally 
fluid-resistant preparatii 



tt 

13. Pharmaceutical compos -it ion according to one of the 
claims 9 to 12, characteriSzed in that it is present in a 
solid, peroral administrable form as a tablet, capsule, 

as sustained action and/or gastric 
m or as a liquid medicinal form, 
for example, as a respective peroral administrable solution, 
suspension, effervescent /tablet, in the form of tabs or 
sachets, optionally in sustained action form and/or with 
delayed and/or accelerated or controlled release of the 
active ingredient 

14. Pharmaceutical composition according to one of the 
claims 9 to 12, characterized in that the active ingredients 

are contained separate from each 
other and/or in separate} dosage units in the pharmaceutical 
package (kit-of -parts) . 




15, Pharmaceutical composition according to one of the 
claims 9 to 12 or 14/ characterized in that it is present in 
the form of a suitable Ln^jection or infusion preparation 
together with suitable pharm^ceutically acceptable carriers 
and adjuvants, optiLnal/y in s^istained action form and/or as 
a parenteral depot medicinal form or implant or is used in 
the form of a concentrate, powder or lyophilisate and the 
parenteral dilution agent is optionally manufactured in the 
packaging separately tl.erefrom, such that the mixing of the 
components contained therein with a common parenterally 
applicable dilution agent is possible immediately before use 



16. Pharmaceutical composition according to one of the 
claims 9 to 12, characUerized in that it is present in the 
form of an inhalation :herapeutic agent, for example, in the 
form of a spray together with suitable pharmaceutically 
acceptable propellants, carriers and adjuvants. 
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17. Pharmaceutical composition according to one of the 
claims 9 to 12, characterized in _ that it is present in the 
form of a transdermal therapeutici system for systemic 
treatment . 

18. Pharmaceutical composition /according to one of the 
claims 9 to 12, characterized ±ln that it is present in the 
form of a gastrointestinal the:fapeutic system (GITS) for 
systemic treatment. 

19. Pharmaceutical compositidn according to one of the 
claims 9 to 12, characterized/ in that it is present in the 
form of a salve, suspension, emulsion, a balm or plaster or 
in the form of an externally /applicable solution. 

/ * 

20. Pharmaceutical composition according to claim 16 for 
administration by means of a/ controlled dosage aerosol or in 
the form of a dry powder dosage formulation. 



21. Pharmaceutical composaiion according to one of the 
claims 9 to 12, characterized in that it is present in the 
form of a rectal, genita^l, or transurethral administrable 
emulsions, a solution, ^ lip0s\^al solution, an implant, 
suppository or a capsulf 



22. Pharmaceutical comppsi 
claims 9 to 12, characte 




ion according to one of the 
ed in that it is present in the 



form of a composition capable of being applied nasally, 
otologically or ophthalmologically . 

.23. Pharmaceutical composition according to one of the 
claims 9 to 12, characterized in that it is present in the 
form of a buccally applicable form. 



24 . Pharmaceutical composition according to one of the 
claims 9 to 23, characte::ized in that a dosage unit for 
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individual administration contains 0.001 to 1000, 2000, 3000, 
4000 or 5000 mg, preferably 0.01 - 100. mg, in a preferred 
manner 1 - * 10 mg, especially 1,;2, 5, 10, 20, 25, 30, 50, 75, 
100, 200, 300, 400, 500, 600, ot 800 mg cancerostatic agent, 
especially a tumor inhibitor off the general formula (I) . 

25. Pharmaceutical composition according to claim 16, 
characterized in that the phaimaceutically acceptable carrier 
and/or diluent is a propellantt aerosol. 

26. Pharmaceutical composition according to claim 16, 20 or 
'25, characterized in that the propellant aerosol is 
tetrafluoroe thane and/or hepdaf luoropropane and/or propane, 
butane, or dimethyl ether or mixtures thereof. 



27, Pharmaceutical composition according to one of the 
claims 16, 20, 25 or 26, chaifacterized in that the propellant 
aerosol contains surface active adjuvants. 



28. Pharmaceutical composit 
claims 16 or 20, characteri24 
and/or lactose as a dry powdi 



29. Pharmaceutical compositio: 
claims 9 to 28, characterised 
tryptophan as a prodrug. 



ion^aocording to one of the 
in tnat it contains glucose 
r dosage formulation. 



4ccording to one of the 
in that it has an amount of 



30. Pharmaceutical composition according to claim 29, 
characterized in that it contains the 30-, 40-, 50-, or 60- 
fold amount of the amount giyen in claim 11 of compound with 
vitamin PP activity. 



31. Pharmaceutical composit 



2000, 3000, 5000, 10,000 or 



ion according to claim 30, 



characterized in that it coittains dosage units of 500, 1000, 



50,000 mg tryptophan. 



